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ha^^^> (sit, tpo) ds^n— sK^^iuiao^b • n 

m&fflffltVXfa'hfcm&&{&&-tZ>Z.b7!)m j g£tlK. (Kaushansky K. et. al., 
Nature, 369,568-571, 1994) „ TPO fe-TT^Clk'bmM&M t UTBMOKK^ff 
T£5!9, k hWtfflttiStWl^tioofcS, U*>U TPO ©— 

3 PEG-rHuMGDF (TPO © N 5fc«&i&> 163 # @ ©T 5: / Wk&tf V ^7* V 1^ 
U =i— ^-C^jfli^tb^lt©) ©BSflcMfcfc^-c, ^ftifctffcaMi^axfc 
(Vadhan-Raj S, Semin Hematol., 37 (suppl. 4), 28-34, 2000) fc&>, TPO <Dfi>MWJ& 
0>mikiStlX^Z> o l£fc, TPO fig £ ST? Wrt^^tlTt 

^ (Q^:Bam : mK^H^n¥ 1 1-152276 -*§-), fc°n n r^^-v* y 

10-212289 f ^ K»*#(IWM 2000-44562 #), 

Tf/vt K^y>^^ (BB^HS W099/1 1262k *J7V1"79 u^mMW m 
WO2000/35446) „ foo*;W^/-;l/i|[^ (R WO98/09967) tfS£p fetl/TV^ 

tie— (a) x-^£tiz4k&ms&.^fom&i£te.&ii-rzzt&m 

m^iM WO01/07423 ^IBife$ttTV^5 0 




(A) 
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Bg&gB WO01/53267 #fc|E^^K-CV^5„ 

X 1 — Y— Z-W 1 (B) 

£ LT BWfcfFlg 3199451 "^(C, £fc N 2-^7 ^ 7-4-T P 
;W5--f/l'7^^y^^^g^tt^^t5ft^^i UT Chemical and 
Pharmaceutical Bulletin 25^9^ 2292-2299 ^-vH-M^ $ JlT V ^ 0 Uft 

_Lia© £ 5 ^tiar> iM^^^rieS: nttt ufc ^mtta^ft < s 
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Ar: <SjRT/V^/K -CO-ffiifcT/l^/K -COO-iS^T/W^/V', -OH, -0--J£*R 

R 1 : {&»7Vl"*VK -CCM&aT/I^/K -COO-M T^3r/K -OH, -0-<6» 
TVi^/K -OCO-<Si^r/^/V'St^/Nn^^e>^5^«t 9 31^^4x5 1 

R 2 : -H, -OH, -COOH, -COO-*gaTA'3VK loX(j:2o©llS7/^/K* 
-X- : -CH 2 -, -0-, -S-Xte-N(R 3 )- 0 
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R 3 : ttm^tvcv^Tt J:v^l7;v^^, S^nTA-^VK «&£*vO^ 

n: lM3 0lt„] 

U < W\ X ^-N(R 3 )-T*fe 9 „ ni52Xli3 -(?fc5_L«B— ASK* ( I ) Tf 

^-N(R 3 )--efc 9 , n *S 2 Xtt 3 7?*> «9 , Ar flS-OH, -O-^WCT ^^^OJ-OCO- 

N-[5-(4-S^ ct^drv'7Vt: ,, ^7^^-l-l'/^)-4-(4-7yV^-n 7x=/l/)f7/- /V 

3.^ o n-N-[5-(4-^ n^sdf- ^^-l--Y/V-)-4-(4-7/V^-ci 7i^)f 

T /V-l-4- 1 K o 3r ^yX7 5 h\ 

3,5-v^ h=3riX-N-(5-fc°^<y S^-lHVlM-tf y i^-4-^f /U^T^A- /V-2-^ /V)^ 
4_{[5.(4-iX^ pt^^v^^t ,, ^<^^^-l-i'/V)-4-7^=/^^Ty— A'-W A-];*7A' 

t.tc, *&W\n&tit£. JilB— ^ (I) T?^ ; X#-N(R 3 )- 
"CfctK niS2tt<H:3 -CfcS-bIB— ^ (I) t?^^^6ft-&% ; X 
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riS-N(R 3 )- T?*> t) . n*S2*U<«:3-e*)D> Ar tfS-OH, -0-&WCT ;V*;V%S3 

y^^K fny/v, -f^yy/K ^rc^/v, :7^~/k ^ryy/w ^ 
if^/y/K -o k y /k y/K ^^/fryp/^^rf k*i5 0 r 3 <z> r ® 
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6*J{C^Jx.(i:X^ n^n tVK v^n:/5vK i^^P^^^/K *s9Tijt9*f- 

#l x. # tf n y s? y N t°^< y y % r-t? t°~/K N-y ^/v 7i?;, N-y ^vv 

1 oTiM 3 o-efe I? , $b{^L<ttloXf42otfc5o 

T'nfty^ ^?^> "7 0^ =i^?M, -^W^> 
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±wm^^^x^,m^nxmm-^ en sr^r-t-s^ 

^ISBJ©:/^ K7>7^Wt5ltfClt Prog. Med. 5:2157-2161(1985)(C|B 
ttSih/Cl^a&'SN AJI|#J£ 1990 ¥=PJ rglfpOi^Jl 7 # ^f-KW" 163-198 

*r*Lfe©fiMMEfc L-CfiMx.(^y-^ (Greene) Xtfj'yy 
(Wuts) H\ TProtective Groups in Organic Synthesis (third edition)J &£fB4!4©#!l 




x&z<DRj&&mmfck, & (id) x*7F£ti%vm£tix\,^x-b£^2-T$ 

ft&m (le) 0£tJ&t£$figft:£ Lt(t ^^-/^^X/K a^/i^*7VK tert- 
K ; »75?K ;N-fc Kp^^y/ h i)T^— /K p--hn7x/w^ 

ft&to (le) &3v^St£^*7Vi^m 
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P77^ (THF) n ^^■^•^^<D^—T^m I Slflte=?7»' (EtOAc) ^(Z)^^ 
TVMlg ; T-fe h y^K N,N-^WM7 5 K (DMF). f-A^^/V 
(DMSO) ^©^te*i»fc#»i®K ,: K ?fr*PT, ^SliaTfc 

h y p< f;i/7 5 >\ h y z^f-Asr 5: :^n,n-^ f^7^- y try v^4-(n,n- 

^ 9vVT 5 /)t° y t°3 y V, /i^S?v4S©S^©##Tfc:KJS£*3 

r <Df?ij& i^m v ^ *t 5 m^b-g^ (id) w:, JhiES^-e^^nsip^x 

^ (la) T^&ftS^T;/— ^© 5 f n yyftt 5 i ,b ^ J: Y)ik& 
m (lb) fc-^J&U afew^UMfcr 5 v (lc) <S:fftlB£i2r5i £fc«fc UigafC^ 

(lb) }i¥-H-f-§ii:^<^<D^jS^v>5i:t 1 b-C'#5 0 
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tKofiJ^n? KfOt^^ a-tfnUKV, 4^7^-!?^, i?** 

WbTkSt^ JUblPi (n), jfrfbffl (n) fo^n^^tt (n) ^(D^m^ 

Wb£HbzKf?iIS ; 5vHS ; (MeOH) „ ac*/— (EtOHh 2- 

^p/nV—/1- GPrOHh ^U^yy ;^©7/^- /V^R ; ^W^^HbTk 
*S ; fttt ; ^fvMg ; ^o^^^tt^^^^^^v^-C'fb^ (la) 

■am* 

#j (la) ^^v^^tmtTkmm. Tvms. T/u=t-/um, ^Wkmv,* 

-©i 9 iZ.VTnhtitcfc&M (la) dStU DMFx N-;* ^A--2-fc°n V K>\ 

dmso v ; /^ny^b^bTK^m ; ^-vvMIK ; 

ttT^>- (lc) ^b^ (id) ^^^tx^o Z&b 



WO 02/062775 




PCT/JP02/00755 



^ N h y rc^T 5 >\ S*x.?vW y :/n fcVl'T 5: 2^ N,N-^y U ^> 

(I2ffe) 



«*fete> ^l^^bfc^T?'a-^$tt5^#^ (lb) (le) ^ 

nrnz-^VT^ K-fbU 5£ (2a) ^^S^^T^T^^ 5-^n-2-T 



1 /)^NH 2 





Ar-C0 2 H 
(le) 
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^i&mm^tx^m^ v^^^ ^-m^^'o^mx^ ?> 0 -ate, yt^ 
fe&?Mk&mzm%t£ft^mmmw&^^ - 1 k & 9 wzt-rz zthx% 

fc h CD34 + jM£ MegaCult™-C (StemCell Technologies *±) ^rffiV^T 2 well 
chamber*^ KlCT^lfc^fC^&TT- 10-14 BWJ, 37 L 7*: „ mtt<D 

mmmzftoX, J&tK, mfelstcfe, ^glycoprotein nb/nia^^T^bfd 0 
m-&£ftf£U&mm<D3m^-t<7>Mm% l =*n~— £ U lwellfe7e:!9tf>=in 

~~m*mmKxmfe^tc 0 3 iaffv\ tow^gw^p^-t 
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mi) 



mkW (3fe*M2) *£ (mm) 


0.3 


1.0 


3.0 


g^np^t (fi) 


5.2 


19.0 


34.8 
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mz.\mmfo, EioHSrg*?. ^(ommstiPfm^^^msi^Kmmm. mm 
mmm. %imu &im. h-xvxs/z&fem, m%.\£?A'#^ 

iI3t&P&!-5-tf>4§-g\ 1 g©S4i(±, #fi*>fc«J*& 0.0001 -50 mg/kg, 
U< tttffc 0.001—10 mg/kg iSja^-C, $ U< tt 0.01-1 mg/kg Ifflmi* 

feu, rti* i m-efc5v>te2 75^4 Elegit rs-^-f-So 

1 0 (n&^-mZW-nfotz. t) $J 0.0001—1 mg/kg^ £?*L< J*$] 0.0001 — 0.1 
mg/kg tfSjiMi-e, 1 0 1 HI7JrS*aii:IiJH:^»tTfi:#i-5o ««wae«, 
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3-7yV^-nT-fe h7xy >-3.0ml, THF 80 ml (D&m^, 7 ^—/Uh V 
TV^^AMJ/dO' 9.19 g *tox.&m.~? 1 «?MJ»t^U*:o ^JgfcJSrttiS 
Us SrfefcfiES* UT^btlfcM© iPrOH 50 ml ©88ft 3.72 g 

SrJn*. 80 °CT' 2 Nf59AP^#U7^ 0 ISfP^^^i" h V V A 

^ A-Cftit UjgjftSr«*-f-« - £ £ 9 3.93 g®2-75y -4-(3-^/V^-n 
FAB-MS(M+H) + ;195. 

2-T 5; / -4-^ 3i ~/l^T y — As lg^nn 20 ml ©SSSfc: JUS 0.29 ml, 

^ n n^/^A2im^^^Tb^M^T30^ra*#U7 v c o R^$rW*#s 
^/M* y V 10 ml \2(fC\Z.X 75 #IHHt#bfc 0 RjcS««rfcftEe*b* n 

•Z!?}V-Zi=7J*t7vi^ h^vy-(— ^#L.^f-V-EtOAc(2 : DtfjSfflU 
625 mg (D 2-T 3: J -5-^/1^ V ;V-4-~7 ol = jV^-T "S — /^£r#fc 0 

£TFs Jb|3##M 2 O^fe IrHHK: UTS 2 5 3 ~ 5 4 £ , 

Rex : 

R : — ^^^(^e^IrS (Me : ^ Et : nPr : J /W/U:/n Ph : 

Data : mW^^f—^ (NMR : ! H-NMR 6 (ppm). MS : FAB-MS(M+H) + ) 
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Rex 


R 


Data 


2 




NMR(CDCI 3 );2.82-2.89(4H,m),3.79-3.85(4H,m),4.79(2H, 
s> 7 22-7 29MH rrri 7 34-7 41 (2H rrrt 8 05-8 11 (2H 


3 


CNs 


NMR(CDCI 3 );1.89-1.95(4H I m),2.97-3.04(4H,m),4.69(2H, 
s),7.1 7-7.25(1 H,m) ) 7.31-7.34(2H,m),7.94-7.99(2H,m). 


4 


Me 2 N 


NMR(CDCI 3 );1 .79-1 .94(1 H,m),2.52-2. 1 5(1 H,m),2.24(6H, 
s),2.81-2.90(1H,m),2.91-2.99(1H,m),3.04-3.21(3H,m),4.7 
6(2H,s),7.22(1H,tt, J=1 .3Hz,7. 1 Hz),7.31 -7.38(2H,m),793- 
7.97(2H,m). 


5 


Ok 


NMR(CDCI 3 );1. 47-1. 53(2H,m),1. 66-1 .74(4H,m),2.79(4H, 
t, J=5.3Hz),4.74(2H,s).7.23(1 H.tt, J=1 .3Hz,7.3Hz),7.32-7. 
39(2H,m),8.09-8.14(2H,m). 


6 




NMR(CDCI 3 );2.35(3H,s),2.56(4H I t,J=4.7Hz) 

2.90(4H,t, J=4.7Hz),4.82(2H,s),7.24(1 H.tt, J=1 .3Hz,7.3H 

z) I 7.33-7.40(2H,m),8.07-8.12(2H,m). 


7 




NMR(DMSO-d 6 );1 .49-1 .63(2H,m), 1 .76-1 .87(2H,m),2.57- 
2.59(2H,m),2.84-2.92(2H;m),3.54-3.65(1H I m) l 4.69(1H,d, 
=4.0Hz),6.75(2H l s),7.16-7.23(1H I m),7.30-7.37(2H l m),8.0 
3-8.09(2H,m). 


8 


HO -Ok 


NMR(DMSO-d 6 );1 .1 0-1 .26(1 H,m), 1 .52-1 .65(1 H,m), 1 .68- 
1 .79(1 H,m), 1 .80-1 .92(1 H,m),2.21 -2.29(1 H,m),2.32-2.43 
(1 H,m),2.79-2.89(1 H,m),2.94-3.02(1 H,m),3.59-3.70(1 H, 
m),4.80(1H,d,J=4.4Hz),6.77(2H,s),7.1 6-7.24(1 H,m),7.29- 
7.37(2H,m),8.03-8.08(2H,m). 
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Rex 


R 


Data 


9 


EtO.C^ 

k^ 


NMR(CDCI 3 );1.28(3H,t,J=7.0Hz),1.83-2.22(4H,m) I 2.31- 
2.42(1H,m),2.56(2H,dt,J=3.1Hz,11.9Hz),3.15(2H,dt,J=3. 
1Hz,11.9Hz),4.16(2H,q,J=7.0Hz),4.76(2H,s),7.24(1H,tt,J 
=? OH? 7 3Hz^ 7 33-7 40f2H ml 8 05-8 10(2H 


10 


EtC^C^ 1 ^ 


MS;332. 


11 




NMR(CDCI 3 ); 1 .75-1 .91 (4H,m),2.51 -2.60(1 H,m),2.84-2.9 
2(3H I m),2.97-3.04(1H,m),4.98(2H l s),5.34(1H,brs),6.14(1 
H,brs),7.26(1H l tt,J=1.3Hz I 6.4Hz),7.33-7.40(2H,m),7.82- 
7.88(2H,m). 


12 


JO" 
Et 2 NOC^' N ^ 


NMR(CDCI 3 );1.06(3H > t,J=7.0Hz),1.14(3H,t,J=7.0Hz),1.6 
4-1 .88(5H,m),2.48-2.58(1 H,m),2.79-2.90(1 H,m),3.04-3.3 
8(6H,m),4.95(2H,s),7.1 9-7.27(1 H,m),7.32-7.40(2H,m),8. 
04-8.11 (2H,m). 


13 


k^Nk 


MS289 


14 


j nPr. N ^ 

I M 


NMR(CDCI 3 );0.92(3H,t,J=7.3Hz) I 1 .46-1 .59(2H,m),2.30- 
2.46(2H I m),2.58(4H,t,J=4.7Hz),2.91(4H I t l J=4.7Hz),4.77 
(2H,s) I 7.24(1H,tt,J=2.0Hz,6.1Hz) I 7.33-7.39(2H > m),8.07- 
8.12(2H.m). 


15 




NMR(CDCI 3 );1. 66-1 .77(2H,m),1. 82-1 .94(2H,m),2.00-2.11 
(2H,m),2.42-2.52(4H,m),2.74-2.86(1H,m),2.91(4H I t l J=5. 
OHz),4.77(2H,s),7.20-7.27(1H l m),7.32-7.40(2H,m),8.06- 
8.12(2H,m). 


16 


k--- N v. 


MS;343. 


17 


k^U 


NMR(DMSO-d e );2.86-2.94(4H,m),3.26-3.31(4H,m),6.80- 
6.85(2H,m),6.95-7.01(2H,m) I 7.18-7.27(2H,m),7.31-7.39 
(2H,m),8.07-8.14(2H,m). 
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(*2»#) 



JT^>-NH 2 

Cr N 



Rex 


R 


Data 


18 




NMR(CDCI 3 );2.59(4H,t,J=4.7Hz), 

2.89(4H,t I J=4.7Hz),3.56(2H,s), 

4.77(2H,s),7.20-7.39(8H,m),8.02-8.13(2H,m). 


19 




NMR(CDCl3);2.61-2.67(6H,m),2.88-2.96(4H,m),3.36(3H, 
s),3.53(2H,t,J=5.5Hz),4.80(2H l s) I 7.24(1H,tt I J=2.0Hz,7.4 
Hz),7.32-7.40(2H,m),8.06-8.12(2H,m). 


20 




NMR^CDCy^^O^^ol^.mJ.Z.oZ^ZH.t.J-o.ZnZJ.Z.au- 
2.95(4H,m) I 4.13(2H,t,J=5.7Hz),4.81(2H,s),6.89-6.98(3H, 
m),7.21-7.40(5H,m),8.07-8.13(2H,m). 


21 




NMR(CDCI 3 );1.68-1.87(9H,m),2.49-2.65(6H,m),3.12-3.2 
1 (2H,m),4.81 (2H,s),7.22(1 H.tt, J=1 .3Hz,8.9Hz),7.29-7.36 
(2H,m),8.08-8.14(2H,m). 


22 




MS;343. 


23 




NMR(CDCI 3 );1.62-1.74(8H,m),3.07(4H,t,J=5.5Hz) I 4.97(2 
H,s),7.19-7.24(1H l m) l 7.31-7.39(2H,m),7.97-8.04(2H,m). 


24 




NMR(CDCI 3 ); 1 .85-1 .94(2H,m),2.39(3H,s) ; 2.62-2.71 (4H, 
m),3.15-3.22(4H,m),4.79(2H,s),7.24(1H,tt,J=2.0Hz,7.3H 
z),7.32-7.39(2H 1 m),7.92-8.03(2H,m). 
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Rex 


R 


Data 


25 


rii 

k^N v 


MS.355. 


26 




MS;356. 


27 




MS;356. 


28 


k^ 


MS;356. 


29 




MS;278. 


30 


k^k 


MS;321. 


31 


k^Nk 


MS;335. 


32 




MS;347. 


33 


OCX 


MS;375. 
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(&4) 




Rex 




Data 


34 


cr 


NMR(DMSO-d 6 );1.45-1.54(2H,m),1.62-1.74(4H,m),2.72 
(4H,t,J=5.1Hz),6.90(2H I s),7.97(2H,dd,J=1.5Hz,4.6Hz),8. 
53(2H,dd,J=1 .5Hz,4.6Hz). 


35 


cr 

N 


NMR(DMSO-d 6 );1. 44-1 .54(2H,m),1 . 59-1 .68(4H,m),2.71 
(4H,t l J=5.3Hz),6.88(2H,s),7.38(1H,dd,J=4.8Hz I 8.1Hz),8. 
35(1 H,dt,J=1 .8HZ.8.1 Hz),8.39(1 H,dd,J=1 .8Hz,2.7Hz),9.1 
9(1H,d,J=2.7Hz). 


36 




NMR(CDCI 3 );1. 49-1. 58(2H,m),1. 66-1. 76(4H,m),2.82(4H, 
t,J=5.3Hz),4.83(2H,s),7.63-7.74(2H,m),8.27-8.32(1H,m), 
8.66-8.71 (1H,m). 


S 

R N 


Rex 


R 


Data 


37 




NMR(DMSO-de); 1.11-1 .26(5H,m), 1 .52-1 .61 (1 H,m), 1 .69- 
1.82(4H,m),2.20-2.31(1H,m),2.27-2.60(4H,m) l 2.66-2.74 
(4H,m),6.71 (2H,d,J=8.6Hz),7.87(2H,d, J=8.6Hz),9.36(1 H, 

•>■ 


38 


cr 

OH 


NMR(DMSO-d e ); 1.11-1 .26(5H,m), 1 .52-1 .62(1 H,m), 1 .69- 
1 .83(4H,m).2.20-2.31 (1 H,m),2.60-2.66(4H I m),2.69-2.76 
(4H I m),6.58-6.63(1H,m),7.11(1H,t,J=7.7Hz),7.50-7.57(2 
H,m),9.20(1H,s). 


39 




NMR(DMSO-d 6 );1.05-1.27(5H,m),1.52-1.62(1H,m) ) 1.68- 
1 .82(4H,m),2.20-2.31 (1 H,m),2.58-2.66(4H,m),2.68-2.76 
(4H,m),6.81(2H l s),7.17(2H,t I J=9.0Hz) I 8.06-8.14(2H I m). 


40 


F 


MS;361. 
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(*5&§r) 

a 



N 



S 

I/-NH 2 



Rex 


R 


Data 


41 




MS;361. 


42 




MS;357. 


43 


c,xr 


MS;377. 


44 




FAB-MS(M) + ;372. 


45 


Et0 2 C^^ 


MS;415. 


46 


V 

Me 


MS;357. 


47 


V 

CI 


MS;377. 


48 


Br 


MS;421,423. 


49 


OMe 


MS;373. 


50 




MS;379. 


51 


F 


MS;379. 
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X '>-NH 2 
R N 



Rex 




Data 


52 


F xr F 


MS;379. 


53 


CI 


MS;411. 


54 




MS;395. 



3,5- ^ h3rfg?&#Sfc570 mg, THF 10 ml <Dmm\£, *?&T*flE*© DMF 
«*8L # bfrfca&fci##01J 2 <Dit&m 620 m g> t° U v» V 10 ml O^SKSrilC 

7J*?X2^ Y^fyy^— fcttU ^^V-EtOAc (3:1) X^tti^t'o 
$gtti$P3:«JEE®*8K #btbfca^^EtOAcl0ml^^U, 4M $ft-EtOAc 

mm& o.65 mi^ox.b«b < mw\^tz.^ mm^m^m^tco '&t>titcmm& 

T±h~hV 9 U 641 mg <Z) 3,5- h 3r iX-N-(5-^-/^^ !) >--4--f A- 

1 H-NMR(DMSO-d6) : 5 2.87-2.95 (4H,m), 3.75-3.78 (4H,m), 3.83 (6H,s), 6.74 
(lH,t,J=1.9Hz), 7.28-7.32 (3H,m), 7.44 (2H,t,J=7.8Hz), 8.13-8.18 (2H,m), 12.50 
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(lH,brs). 
FAB-MS(M+H) + : 425. 
f&M (°C) : 169-172. 

0%M3 9 (Dik-atyO 1.60 g, THF 30 ml 2-j?< h * W V — a^VBfc 680 

mg, WSC-HC11.02g^Bx., SM^T 4 H IWJJH* Ufc. K^Kfcl^l^Bft** 

h^77^- (Mm®. : ^^f-^-EtOAc=5 : 1-2 : l) [CtftI, 
^ <£> % <D £r EtOAc 20 ml-EtOH 25 ml ©?g^I(-^i b, 4M &@£-EtOAc ^ 
^£2.22ml*P;lbFf k<&#b7tm> #ftiJ4&*r»®U 822 mg <D N-[5-(4-i/^ n 

'H-NMRCDMSO-de) : 8 1.09-1.18 (lH,m), 1.21-1.36 (2H,m), 1.41-1.54 (2H,m), 
1.58-1.69 (lH,m), 1.80-1.89 (2H,m) 5 2.14-2.25 (2H,m), 3.16-3.40 (7H,m), 3.48-3.57 
(2H,m), 3.93 (3H,s), 7.28 (2H,U=9.3Hz), 7.45 (lH,s), 7.56 (lH,dd,J=1.4Hz,5.4Hz), 
8.12-8.19 (2H,m), 8.37 (lH,d,J=5.4Hz), 11.15 (lH,brs), 12.86 (lH,brs). 

FAB-MS(M+H) + : 496. 
(°C) : 263-266. 

3 9 <Di\&m 360 mg, DMF 10 mlSSSKl, 3-^ o n-4-fc Kn 
fift345mg. WSC-HC1 383 mg, 1-fc Kn^^y/ h y T^— ^270 mg, 4-Cv 1 
7< <f-A,T % S )if V i?> 244 mg &JPX., 11^ h 90 °C£ b 4 0 |R|»# b 

fc. Rj^Sr«*U EtOAc KTttttiU #$&Ji&, zk, I&fn 
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^7^D?h^?7-f- (&l8i% : •^^flJ-^-EtOAc=5 : 1~1 : 1) \ZX 
If $U EtOAc 15 ml U 0.1 M SSlfe-EtOAc 1.6 ml Jn X. 

U£k<it#L*:#, fftttoSrttft* 57mg O 3-^ n o-N-[5-(4-i/^ c^df ^ 
^7^y>l-'f/V>4-(4-7;^P7i^)f7> ,k -W/V]-4-t Ko*^ 

^-NMRCDMSO-de) : 8 1.09-1.50 (5H,m), 1.59-1.69 (lH,m), 1.81-1.91 (2H,m), 
2.09-2.19 (2H,m), 3.08-3.44 (7H,m), 3.52-3.60 (2H,m), 7.09 (lH,d,J=8.3Hz), 7.27 
(2H,t,J=8.8Hz), 7.94 (lH,dd,J=8.3Hz,1.9Hz), 8.11-8.21 (3H,m), 9.85 (lH,brs), 11.16 
(lH,s), 12.45 (lH,s). 

FAB-MS(M+H) + : 515. 

MM, CC) : 270-272(decomposed). 

MMM 7 (Dit&m 330 mg, EtOH 5 ml, THF 5 ml <Dm&K, *?^T 1M zk^ 

it-r h y i7 atksss o.80mi «r*o^fe. mmcg-m®. 8 0 ia^#tfc„ static 

1M Wfc&mfc 0.80 ml XtfikSr^X., ? b b fcTttttl bfc 0 ^r^& 

U Jjff/VlJV J*? b-v h^7:7-f — ^aa*/^-MeOH (9 

9:1) Tf»WLfc. *©»ffilflS&i*jaST**&U WbtbfcaKlESr EtOH 
£MfcU 52 mg <£> l-{2-[(3,5-v > ^ h^^^^^T? ;]-4-7x^;Vf 7^ 

^-NMRCDMSO-dg) : 6 1.69-1.82 (2H,m), 1.90-1.99 (2H,m), 2.37-2.46 (lH,m), 
2.67-2.76 (2H,m), 3.09-3.17 (2H,m), 3.83 (6H,s), 6.73 (lH,t,J=2.0Hz), 7.25-7.31 
(3H,m), 7.44 (2H,t,J=7.3Hz), 7.13 (2H,dJ=7.3Hz), 12.40 (lH,brs). 

FAB-MS(M+H) + : 468. 
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MMM 3 8 <D{k&Qa 300 mg, MeOH 10 ml <Df&&H£ s ?K^T 1M famt^ h 
y ^A 7 XM0.71 ml *r*n*.fc. 1 R#lffl9l#Lfc«, 1M *«7k»?S0.71 

^77^H^U ^^^-EtOAc (1:1) tjStiJtfc. *0*W«U*«£E- 
T*f8U #fcjh,fcSKS«:EtOAc 10 mlfc^U -tU-4M Jfifflft-EtOAc Sr 
0.41 mlAP&^t&fclT 3 B#|i8j*# b/t 0 *fW bfcSlS**** 144 mg©N-[5-(4- 

^yXT 5 K 2 m%Sr#^ 0 

'H-NMRCDMSO-d*) : 6 0.61-1.18 (lH,m), 1.21-1.33 (2H,m), 1.40-1.53 (2H,m), 
1.59-1.67 (lH,m), 1.81-1.89 (2H,m), 2.15-2.23 (2H,m), 3.17-3.38 (7H,m), 3.49-3.57 
(2H,m), 6.89 (2H,d,J=8.8Hz), 7.31 (lH,t,J=7.8Hz), 7.45 (2H,t,J=7.8Hz), 8.01 
(2H,d,J=8.8Hz), 8.12 (2H,d,J=7.8Hz), 11.03 (lH,brs), 12.28 (lH,brs). 

FAB-MS(M+H) + : 463. 

sit, ±mmmm 1 <o^m t mniz ut^ 6 ~* 8 K^-rmmm 7-36© 
\Y&m%, ±&mwm 2 xr* 3 (Dj?m t mm?, vxm 9 ~m i o ^-tmrnm 
37-39 <Dfc&m&, ±$&mmm 4 (D%m t w&\z. Lxm 6 iz-^-rmMw e 

Ex : 

Rx At : — flS^^S&g (Ac : T-fc^vV) 

salt : m. mmm. •. ? v hci : 

mp : ®fe,& (°C) 
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me) 



OMe 



Ex 


R 
(Salt) 


Data 


6 


H0 2 C^-' N ^ 


NMR(DMSO-de); 1 .54-1 .59(1 H,m), 1 .61-1 .73(1 H,m),1 .7 

4-1 .85(1 H,m), 1 .87-2.00(1 H,m),2.61 -2.72(2H,m),2.84(1 

H,t,J=9.8Hz),2.94-3.04(1H,m),3.1 9-3.26(1 H,m),3.84(6 

H,s) l 6.74(1H I s),7.25-7.32(3H,m),7.43(2H I t,J=7.3Hz),8. 

12(2H,d,J=7.3Hz),12.43(1H,brs). 

MS;468. 


7 


Et0 2 C^ 


NMR^DMSO-doV1 06f3H t J=7 3Hz1 1 70-1 83f2H ml 1 
.89-2.01 (2H,m),2.74(2H,t,J=9.3Hz),3.1 0-3.1 8(2H,m),3. 
28-3.31 (1 H I m),3.83(6H,s) ) 4. 1 2(2H,q, J=7.3Hz),6.73(1 H 
l s) ) 7.25-7.31(3H,m),7.44(2H,t,J=7.4Hz),8.12(2H,d,J=7. 
4Hz),1 2.46(1 H,s). 
MS;496. 


8 


Et0 2 C^ v -' N ^ 


NMR(DMSO-d<>V1 14f3H t J=6 8Hz1 1 56-1 72(2H rrrt 1 
.75-1 .84(1 H,m),1 .85-1 .96(1 H,m),2.67-2.82(2H,m) 1 2.88- 
3.01 (2H,m),3.1 7-3.24(1 H,m),3.84(6H,s),4.15(2H,q I J=6. 
8Hz) l 6.74(1H l s),726-7.32(3H l m),7.41(2H,t,J=7.9Hz),8. 
10(2H,d,J=7.9Hz),12.48(1H,s). 
MS '496 

ivi \^ i^vvi 


9 


Ok 
(HCI) 


NMR(DMSO-d e );1.82-1.89(4H,m),2.73-3.40(4H,m),3.8 
3(6H,s),6.70-6.78(1 H,m),7.23-7.50(5H,m),773-8.01 (2 
H,m), 1 2.29(1 H.brs). 
MS;410. 


10 


Me 2 N 
(HCI) 


NMR(DMSO-d 6 );2.24-2.38(2H,m),2.72(3H,d,J=4.4Hz), 

2.77(3H,d l J=4.4Hz),3.04-3.14(1H.m) l 3.21-3.36(2H,m)3 

.46-3.53(1 H,m),3.84(6H,s),3.96-4.05(1 H,m),6.74(1 H,s), 

7.27-7.34(3H,m),7.44(2H,t,J=7.4Hz),7.95(2H,d,J=7.4H 

z),12.51(1H,brs). 

MS;453. 


11 


cx 

(HCI) 


NMR(DMSO-d 6 ); 1.50-1 .58(2H,m),1 .64-1 .71(4H,m);2.8 

7(4H,t,J=4.9Hz),3.83(6H,s),6.73(1H,t,J=2.0Hz) I 7.24-7. 

30(3H ) m),7.43(2H,t,J=7.8Hz),8.15(2H,d,J=7.8Hz),12.4 

4(1H,brs). 

MS;424. 


12 


(HCI) 


NMR(DMSO-d 6 );2.83(3H,d,J=4.9Hz) I 3.16-3.35(6H,m), 

3.41-3.52(2H,m),3.84(6H > s),6.75(1H,t,J=2.4Hz) I 7.28-7. 

35(3H,m),7.46(2H,t,J=7.3Hz),8.14(2H,d,J=7.3Hz),11.3 

7(1H,brs),12.60(1H,brs). 

MS;439. 
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OMe 



Ex 


R 
(Salt) 


Data 


13 


HO Y^l 
k>k 

(HCI) 


NMR(DMSO-d 6 );1.54-1.66(2H,m) I 1.83-1.92(2H,m),2.7 
0-2.78(2H,m) > 3.04-3.14(2H,m),3.63-3.70(1H,m),3.83(6 
H,s),6.73(1 H,s),7.25-7.31 (3H,m),7.43(2H,t I J=7.8Hz),8. 
14(2H,d,J=7.8Hz),12.44(1 H.brs). 
MS;440. 


14 


(HCI) 


NMR(DMSO-d 8 );1 .21 -1 .31 (1 H,m), 1 .56-1 .68(1 H,m),1 .7 
1-1 .83(1 H,m),1 .85-1 .95(1 H,m),2.40-2.48(1 H,m),2.55-2. 
62(1 H,m),2.95-3.23(1 H,m),3. 1 0-3. 1 8(1 H,m),3.64-3.73( 
1H,m),3.83(6H,s),6.74(1H,s) I 7.26-7.32(3H I m),7.43(2H l 
t,J=7.8Hz),8.13(2H,d,J=7.8Hz),12.45(1H ) brs). 
MS;440. 


15 


(HCI) 


NMR(DMSO-d 6 );1.41-1.52(1H,m),1.60-1.72(1H,m),1.7 

4-1. 82(1 H,m), 1.86-1. 95(1 H I m),2.52-2.63(2H,m),2.69-2. 

76(1H,m),3.03-3.10(1H ) m),3.14-3.22(1H,m),3.83(6H,s) 

,6.47(2H,brs),6.73(1H,t ) J=2.5Hz),7.26-7.31(3H l m) I 7.43 

(2H,t,J=7.3Hz) l 8.12(2H,d,J=7.3Hz),12.47(1H,brs). 

MS;467. 


16 


Et 2 NOC^' N ^ 
(HCI) 


NMR(DMSO-d 6 );0.95(3H,t I J=6.8Hz),1.07(3H,t,J=6.8Hz 

),1 .43-1 .57(1 H,m),1 .73-1 .84(3H,m),2.60-2.72(2H 1 m) I 2. 

86-2.95(1H,m),2.99-3.06(1H I m),3.11-3.39(5H,m) I 3.83( 

6H,s).6.73(1 H,t, J=2.5Hz),7.26-7.31 (3H,m),7.44(2H,t, J= 

7.3Hz),8.15(2H,d,J=7.3Hz),12.47(1H,brs). 

MS;523. 


17 


(HCI) 


NMR(DMSO-d 6 );1.30(3H,t,J=6.8Hz),3.16-3.34(8H,m),3 

.51-3.60(2H,m),3.84(6H,s),6.75(1H,t,J=1.9Hz) I 7.24-7.3 

6(3H,m),7.46(2H,t I J=7.8Hz),8. 1 3(2H,d, J=7.8Hz), 1 1 .00( 

1H,brs),12.60(1H,brs). 

MS;453. 


18 


nPr. ^ 
(HCI) 


NMR(DMSO-d e );0.94(3H,t,J=7.3Hz),1 .71-1 .83(2H,m),3 
.05-3. 13(2H,m),3.1 3-3.31 (6H,m),3.52-3.58(2H,m),3.84( 
6H,s),6.75(1 H,t, J=1 .9Hz),7-24-7.36(3H 1 m) I 7.45(2H I t, J= 
7.8Hz),8.1 3(2H,d, J=7.8Hz), 1 1 .25(1 H.brs), 1 2.59(1 H.brs 

)- 

MS;467. 


19 


<V 

k^ 
(HCI) 


NMR(DMSO-d 6 );1.66-1.82(2H,m),2.13-2.22(2H,m),2.4 

1-2.49(2H,m),3.01-3.13(2H,m),3.20-3.30(4H,m),3.39-3. 

44(2H,m),3.74-3.80(1 H,m),3.83(6H,s),7.30(1 H,t,J=2.4 

Hz),7.29-7.35(3H,m) ) 7.47(2H l t,J=7.8Hz),8.12(2H,d,J=7 

.8Hz), 1 1 .65(1 H,brs),1 2.59(1 H.brs). 

MS.479. 
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OMe 



Ex 


R 
(Salt) 


Data 


20 


CI 

(HCI) 


NMR(DMSO-de); 1 .06-1 .1 8(1 H,m), 1 .21 -1 .34(2H,m), 1 .4 
1 -1 .53(2H,m), 1 .59-1 .67(1 H,m), 1 .81 -1 .90(2H,m),2. 1 6-2. 
24(2H,m),3.1 7-3.41 (7H,m),3.50-3.59(2H,m),3.83(6H 1 s) 
,6.75(1 H,t, J=1 .9Hz),7.27-7.35(3H,m),7.46(2H,t,J=7.8H 
z),8.12(2H,d I J=7.8Hz),11.10(1H,brs) l 12.59(1H l brs). 
MS;507. 


21 


(HCI) 


NMR(DMSO-d 6 );3.21 -3.31 (4H,m),3.50-3.59(4H,m),3.8 
4(6H,s),6.75(1 H,t, J=1 .9Hz),7. 1 0-7.20(1 H,m),7.28-7.34( 
3H,m),7.38-7.50(6H,m),8.20(2H,d I J=7.9Hz),1 2.56(1 H, 
brs). 
MS;501. 


22 


crxx 

(HCI) 


NMR(DMSO-d B );3.22-3.40(8H,m),3.83(6H,s),4.42(2H,d 

,J=4.4Hz) I 6.75(1H,t,J=2.4Hz),7.27-7.36(3H,m) I 7.41-7. 

50(5H,m),7.66-7.72(2H,m),8.12(2H,d,J=7.3Hz),11.38(1 

H,brs),12.59(1H,brs). 

MS;515. 


23 


(HCI) 


NMR(DMSO-de);3.20-3.43(1 1 H,m),3.54-3.61 (2H,m),3.7 

6-3.81 (2H,m),3.83(6H,s),6.75(1H,t ) J=1.9Hz),7.28-7.36( 

3H.m),7.46(2H,t I J=7.8Hz) l 8.13(2H,d,J=7.8Hz) ) 11.11(1 

H,brs),12.59(1H,brs). 

MS;483. 


24 


(HCI) 


NMR(DMSO-d 6 );3.24-3.32(4H,m),3.39-3.50(2H,m),3.6 
2-3.71 (4H,m),3.84(6H,s),4.49(2H,t,J=4.9Hz),6.75(1H I t, 

1— O A1At\ P> QQ 7 nwZLA 7 OQ 7 17(I\U m\ 7 Af\(0\A t 1 

j— ^.^nz^jO.yo-f .uo^orijrnj, / .^y-/ .0/ ^on,rnj, # .*§oi^.n,i,j 
=7.8Hz),8.15(2H,d,J=7.8Hz),11.50(1H,brs),12..59(1H l b 
rs). 

MS;545. 


25 


(HCI) 


NMR(DMSO-d e ); 1 .83-2.05(6H ,m),2. 1 1 -2. 1 9(2H,m),2.70 

(2H,t ) J=10.3Hz) ) 3.01-3.11(2H I m),3.20-3.31(3H,m) I 3.47 

-3.56(2H,m),3.83(6H,s) I 6.74(1 H,t,J=1 .9Hz),7.28-7.33(3 

H,m),7.44(2H,t, J=7.8Hz),8- 1 3(2H,d, J=7.8Hz), 1 1 . 1 6(1 H, 

brs),12.51(1H,brs). 

MS;493. 


26 


(HCI) 


NMR(DMSO-d e ); 1 .32-1 .50(1 H,m),1 .68-1 .76(1 H,m),1 .7 
7-1 .99(6H,m),2.06-2.25(2H,m),2.74(2H,t I J=11 .2Hz),2.8 
7-3.00(2H,m) I 3.22-3.36(3H I m),3.41-3.49(2H,m),3.83(6 
H,s),6.74(1H,t.J=2.4Hz),7.27-7.33(3H,m),7.44(2H > t,J=7 
.3Hz).8. 1 1 (2H,d, J=7.3Hz), 1 0.52(1 H.brs), 1 2.51 (1 H.brs). 
MS;507. 
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30 



memo?) 
R Y S >- H ^ OMe 

of* yQ 



OMe 



Ex 


R • | 
(Salt) 


Data 


27 


(HCI) 


NMR(DMSO-d 6 );1.60-1.74(8H,m),3.14(4H,brs) I 3.87(6H 
> s),6.73(1H l s) I 7.24-7.32(3H,m),7.71(2H,t,J=6.8Hz),8.0 
1 (2H,d, J=6.8Hz), 1 2.39(1 H.brs). 
MS;438. 


28 


Me-N 

(HCI) 


NMR(DMSO-d s );2.02-2.13(1H,m),2.16-2.29(1H,m),2.8 

0(3H,d,J=4.9Hz),3.19-3.35(5H,m),3.40-3.55(2H,m),3.5 

9-3.65(1 H,m) I 3.84(6H,s),6.74(1 H,t, J=2.0Hz),7.28-7.34( 

3H,m) l 7.48(2H,t,J=7.4Hz),8.00(2H,d,J=7.4Hz),11.37(1 

H,brs),12.51(1H,brs). 

MS;453. 


mi) 

Gl v s u OMe 
OMe 


Ex 


R 

(Salt) 


Data 


29 


Cf 

(HCI) 


NMR(DMSO-de); 1 .56-1 .64(2H,m), 1 .73-1 .81 (4H,m),3.0 
0(4H,t, J=4.9Hz),3.84(6H,s),6.76(1 H,t, J=1 .9Hz),7.29(2 
H,d l J=1.9Hz),8.47(2H l d,J=6.3Hz),8.88(2H,d I J=6.3Hz), 
12.71(1 H,s). 
MS;425. 

mp;264-265(decomposed). 


30 


Cf 

N 

(HCI) 


NMR(DMSO-d 8 );1 .53-1 .62(2H,m), 1 .70-1 .78(4H,m),2.9 

3(4H,t,J=4.4Hz) l 3.84(6H,s),6.75(1H,t I J=2.0Hz),7.29(2 

H,d,J=2.0Hz),8.10(1H,dd,J=5.8Hz I 8.3Hz),8.82(1H,d I J= 

5.8Hz),9.03(1H,d,J=8.3Hz),9.38(1H,s) ( 12.69(1H,s). 

MS;425. 


31 


(HCI) 


NMR(DMSO-d 6 ); 1 .54-1 .62(2H,m), 1 .71 -1 .80(4H,m),3.0 
4(4H,t,J=4.9Hz),3.84(6H I s),6.77(1H,t l J=2.0Hz),7.27(2 
H,d, J=2.0Hz),7.81 (1 H,t, J=5.4Hz),8.43(1 H,d, J=8.3Hz),8 
.55(1 H,t,J=8.3Hz),8.82(1 H.d, J=5.4Hz), 1 2.70(1 H.brs). 
MS.425. 
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OMe 



Ex 


R 

(Salt) 


Data 


32 


(HCI) 


NMR(DMSO-d 6 );1.04-1.19(1H,m),1.21-1.34(2H,m),1.4 
0-1.53(2H,m),1.58-1.68(1H,m) I 1.80-1.89(2H,m),2.15-2. 
24(2H,m),3.14-3.36(7H,m),3.49-3.57(2H,m),3.83(6H,s) 
,6.74(1 H,t,J=1 .9Hz),6.85(2H,d, J=8.8Hz),7.29(2H,d, J=1 
.9Hz),7.94(2H,d, J=8.8Hz), 1 1 .05(1 H ,brs), 1 2.52(1 H.brs). 
MS;523. 


33 


OH 
(HCI) 


NMR(DMSO-d 6 );1.05-1.19(1H,m),1.20-1.35(2H,m),1.3 
9-1 .54(2H,m), 1 .57-1 .68(1 H,m), 1 .80-1 .89(2H,m),2. 1 5-2. 
25(2H,m),3. 1 9-3.39(7H,m),3.49-3.59(2H,m),3.83(6H 1 s) 
,6.70(1 H.dd, J=1 .5Hz,7.8Hz),6.74(1 H.t, J=2.4Hz),7.23(1 
H,t,J=7.8Hz),7.29(2H,d I J=2.4Hz),7.54(1H,d,J=7.8Hz),7 
.68(1 H,t, J=1 .5Hz), 1 0.83(1 H ,brs), 1 2.55(1 H.brs). 
MS;523. 


34 


(HCI) 


NMR(DMSO-d 6 );1 .09-1 .1 8(1 H,m),1 .20-1.35(2H,m),1 .4 
1-1 .54(2H,m),1 .58-1 .68(1 H.m), 1 .80-1 .91 (2H,m),2.14-2. 
26(2H,m),3.19-3.38(7H,m),3.51-3.57(2H,m),3.84(6H,s) 
,6.75(1 H,t, J=1 .9Hz),7.24-7.31 (4H,m),8. 1 3-8.20(2H,m), 
1 1 . 1 5(1 H.brs), 1 2.60(1 H.brs). 
MS;525. 


35 


gr 

F 

(HCI) 


NMR(DMSO-d 6 );1.05-1.19(1H,m),1.20-1.38(2H,m) I 1.4 
1-1.54(2H,m),1.57-1.68(1H,m),1.80-1.91(2H,m),2.14-2. 
25(2H,m),3.18-3.41(7H,m),3.51-3.62(2H,m),3.83(6H,s) 
,6.75(1 H,t,J=2.0Hz),7.1 6(1 H,dt,J=2.0Hz,8.8Hz),7.29(2 
H,d, J=2.0Hz),7.50(1 H.dd, J=8.8Hz, 1 3. 1 Hz),7.86(1 H.d, J 
=1 3. 1 Hz),8.01 (1 H,d, J=8.8Hz), 1 1 .07(1 H.brs), 1 2.60(1 H, 
brs). 
MS;525. 


36 


oc F 

(HCI) 


NMR(DMSO-d6);1.05-1.14(1H,m),1.16-1.30(2H,m),1.3 

1-1 .46(2H,m), 1.56-1. 64(1 H,m),1. 77-1 .85(2H,m), 2.06-2. 

15(2H l m),2.93-3.04(2H,m),3.12-3.22(3H,m),3.23-3.33( 

2H,m),3.43-3.51(2H,m),3.83(6H,s) l 6.74(1H,t,J=2.0Hz), 

7.25-7.32(4H,m),7.41-7.48(1H,m),7.61(1H I dt,J=2.0Hz, 

7.4Hz), 1 0.74(1 H,brs),1 2.64(1 H.brs). 

MS;525. 1 
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32 



m9) 



a 



^ v. 

^r^N yAr 



Ex 


Ar 
(Salt) 


Data 


37 


OMe 
(HCI) 


NMR(DMSO-de); 1 .05-1 .1 9(1 H,m), 1 .23-1 .35(2H,m),1 .4 

1 -1 .54(2H,m), 1 .58-1 .67(1 H,m), 1 .82-1 .92(2H,m),2. 1 8-2. 

24(2H,m),3.18-3.39(7H,m),3.51-3.36(2H,m),3.93(3H,s) 

,7.33(1 H,t,J=7.3Hz),7.42-7.49(3H l m),7.55(1H,dd,J=1 .5 

Hz,5.4Hz),8. 1 1 (2H,d, J=7.3Hz),8-37(1 H,d, J=5.4Hz), 1 1 . 

03(1H,brs),12.84(1H,brs). 

MS;478. 


38 


— 0~ oAc 

(HCI) 


NMR;1 .07-1 .19(1 H,m),1 .21-1 .35(2H,m),1 .38-1 .54(2H, 
m),1 .58-1 .68(1 H,m),1 .80-1 .89(2H,m),2.1 5-2.23(2H,m), 
2.32(3H l s),3.17-3.37(7H,m),3.51-3.58(2H,m),7.29-7.35 
(3H,m),7.46(2H,t l J=7.3Hz),8.12(2H,dd I J=1.5Hz,8.3Hz), 
8. 1 5(2H,dd, J=1 .5Hz,8.3Hz),1 0.90(1 H,s),1 2.62(1 H,s). 
MS;505. 

mp;241 -244(decomposed). 


(iio) 

T *-N /=< 


Ex 


R 
(Salt) 


Data 


39 


pr 

OH 
(HCI) 


NMR(DMSO-d 6 );1 .02-1 .1 9(1 H,m), 1 .20-1 .35(2H,m), 1 .4 

1 -1 .54(2H,m),1 .57-1 .68(1 H,m),1 .77-1 .91 (2H,m),2.1 5-2. 

24(2H,m),3.20-3.38(7H,m),3.53-3.59(2H,m),3.93(3H,s) 

,6.71 (1 H,dd,J=1 .9Hz,8.3Hz),7.23(1 H.t, J=8.3Hz),7.45(1 

H,s) ( 7.51-7.56(2H,m),7.67(1H,brs),8.37(1H,d l J=5.4Hz) 

, 1 0.85(1 H.brs), 1 2.80(1 H.brs). 

MS;494. 
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No : -fb<6^#-J§% 

R\ R\ At : — i^^^^B^S (cPent : %/9 n^^/K cHex : d^=3r-> 
/K cHep : CV^VU, nBu : //W/V^f/K nHex : //W/^^V/U, 
iPr : -f y :/tz fc°/K tBu : U — Mor : ^/Vtfv y p i pa : 

pipe : t°^y p y : try di : ^fc*5 % »&S<DfiiI 

OSfc^W:1Kfeffcit*^-f-. f^ot, Mx.«2-MeO-4-Py f*2-^ h ^r^t° V Z?l/-4- 
-i^, 3,5-diMeO-Ph fit 3,5- h*ci/7 ^—/V*. 4-cHex-l-pipa fit 4-i^ a 
7 v^-W ^?r^-r o ) 

(*1 1) 



R N J 
o 



| No 


R 1 


R 2 


Ar 


A1 


4-F-Ph 


Mor 


3,5-diMeO-Ph 


A2 


3-Cl-Ph 


Mor 


3,5-diMeO-Ph 


A3 


3-Cl-Ph 


4-cHex-l-pipa 


3,5-diMeO-Ph 


A4 


4-F-Ph 


Mor 


3,5-diF-Ph 


A5 


3-Cl-Ph 


Mor 


3,5-diF-Ph 


A6 


4-F-Ph 


4-cHex-l-pipa 


3,5-diF-Ph 


A7 


3-Cl-Ph 


4-cHex-l-pipa 


3,5-diF-Ph 


A8 


4-F-Ph 


Mor 


2-Cl-6-MeO-4-Py 


A9 


3-Cl-Ph 


Mor 


2-Cl-6-MeO-4-Py 


A10 


4-F-Ph 


4-cHex-l-pipa 


2-Cl.6-MeO-.4-Py 


A11 


3-Cl-Ph 


4-cHex-l-pipa 


2-Cl-6-MeO-4-Py 


A12 


4-F-Ph 


Mor 


2-MeO-6-Me-4-Py 


A13 


3-Cl-Ph 


Mor 


2-MeO-6-Me-4-Py 


A14 


4-F-Ph 


•4-cHex-l-pipa 


2-MeO-6-Me-4-Py 


A15 


3-Cl-Ph 


4-cHex-l-pipa 


2-MeO-6-Me-4-Py 
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*YVH 



No 


R 1 


R 2 


Ar 


A16 


4-F-Ph 


Mor 


2,6-diMeO-4-Py 


A17 


3-Cl-Ph 


Mor 


2,6-diMeO-4-Py 


A18 


4-F-Ph 


4-cHex- 1 -pipa 


2,6-diMeO-4-Py 


A19 


3-Cl-Ph 


4-cHex- 1 -pipa 


2,6-diMeO-4-Py 


A20 


4-F-Ph 


Mor 


2-MeO-4-Py 


A21 


3-Cl-Ph 


Mor 


2-MeO-4-Py 


A22 


3-Cl-Ph 


4-cHex- 1 -pipa 


2-MeO-4-Py 


A23 


4-F-Ph 


Mor 


3-F-4-HO-Ph 


A24 


3-Cl-Ph 


Mor 


3-F-4-HO-Ph 


A25 • 


4-F-Ph 


4-cHex- 1 -pipa 


3-F-4-HO-Ph 


A26 


3-Cl-Ph 


4-cHex-l -pipa 


3-F-4-HO-Ph 


A27 


4-F-Ph 


Mor 


3-Cl-4-HO-Ph 


A28 


3-Cl-Ph 


Mor 


3-Cl-4-HO-Ph 


A29 


3-Cl-Ph 


4-cHex-l -pipa 


3-Ci-4-HO-Ph 


A30 


4-F-Ph 


Mor 


3-Br-4-HO-Ph \ 


A31 


3-Cl-Ph 


Mor 


3-Br-4-HO-Ph 


A32 


4-F-Ph 


4-cHex- 1 -cina 


3-Br-4-HO-Ph 


A33 


3-Cl-Ph 


4-cHex-l-Dioa 


3-Br-4-HO-Ph 


A34 


4-F-Ph 


IVIor 


3,5-diF-4-HO-Ph 

— / « +S %M M X ■ x Avy X XX 


A35 


3-Cl-Ph 


Mor 


3,5-diF-4-HO-Ph 


A36 


4-F-Ph 


4-cHex-l -DiDa 


3,5-diF-4-HO-Ph 


A37 


3-Cl-Ph 


4-cHex-l -oioa 


3,5-diF-4-HO-Ph 


A38 


4-F-Ph 


Mor 


3,5-diCl-4-HO-Ph 


A39 


3-Cl-Ph 


Mor 


3,5-diCl-4-HO-Ph 


A40 


4-F-Ph 


4-cHex-l-pipa 


3,5-diCl-4-HO-Ph 


A41 


3-Cl-Ph 


4-cHex-l-pipa 


3,5-diCl-4-HO-Ph 


A42 


l_ 4-F-Ph j 


Mor 


4-AcO-3-F-Ph 


A43 


3-Cl-Ph 


Mor 


4-AcO-3-F-Ph 


A44 


4-F-Ph 


4-cHex-l-pipa 


4-AcO-3-F-Ph 


A45 


3-Cl-Ph 


4-cHex-l-pipa 


4-AcO-3-F-Ph 


I A46 


4-F-Ph 


Mor 


4-AcO-3-Cl-Ph 


A47 


3-Cl-Ph 


Mor 


4-AcO-3-Cl-Ph 


I A48 


4-F-Ph 


4-cHex-l-pipa 


4-AcO-3-Cl-Ph 


A49 


3-Cl-Ph 


4-cHex-l-pipa 


4-AcO-3-Cl-Ph 


i A50 


4-F-Ph 


Mor 


4-AcO-3-Br-Ph 


A51 


3-Cl-Ph 


Mor 


4-AcO-3-Br-Ph 


A52 


4-F-Ph 


4-cHex-l-pipa 


4-AcO-3-Br-Ph 


A53 


3-Cl-Ph 


4-cHex-l-pipa 


4-AcO-3-Br-Ph 


I A54 


4-F-Ph 


Mor 


4-AcO-3,5-diF-Ph 


A55 


3-Cl-Ph 


Mor 


4-AcO-3,5-diF-Ph 
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■ mi im%) 



No 


R 1 


R 2 


Ar 


1 A56 


4-F-Ph 


4-cHex-l-pipa 


4-AcO-3,5-diF-Ph 


A57 


3-Cl-Ph 


4-cHex-l-pipa 


4-AcO-3,5-diF-Ph 


A58 


4-F-Ph 


Mor 


4-AcO-3,5-diCl-Ph 


A59 


3-Cl-Ph 


Mor 


4-AcO-3,5-diCl-Ph 


A60 


4-F-Ph 


4-cHex-l-pipa 


4-AcO-3,5-diCl-Ph 


! A61 


3-Cl-Ph 


4-cHex-l-pipa 


4-AcO-3,5-diCl-Ph 


A62 


3-F-Ph 


Mor 


4-AcO-3,5-diCl-Ph 


A63 


3-F-Ph 


Mor 


2-MeO-4-Py 


A64 


3-F-Ph 


Mor 


3-F-4-HO-Ph 


A65 


3-F-Ph 


4-cHex-l-pipa 


4-AcO-3,5-diCl-Ph 


A66 


3-F-Ph 


4-cHex-l-pipa 


2-MeO-4-Py ! 


A67 


3-F-Ph 


4-cHex-l-pipa 


3-F-4-HO-Ph | 


A68 


3-Br-Ph 


Mor 


4-AcO-3,5-diCl-Ph 


A69 


3-Br-Ph 


Mor 


2-MeO-4-Py 


A70 


3-Br-Ph 


Mor 


3-F-4-HO-Ph 


A71 


3-Br-Ph 


4-cHex-l-pipa 


4-AcO-3,5-diCl-Ph 


A72 


3-Br-Ph 


4-cHex-l-pipa 


2-MeO-4-Py 


A73 


3-Br-Ph 


4-cHex-l-pipa 


1 3-F-4-HO-Ph 


A74 


3-Me-Ph 


Mor 


4-AcO-3,5-diCl-Ph 


A75 


3-Me-Ph 


Mor 


2-MeO-4-Py 


A76 


3-Me-Ph 


Mor 


3-F-4-HO-Ph 


A77 


3-Me-Ph 


4-cHex- 1 -pipa 


4-AcO-3,5-diCl-Ph 


A78 


3-Me-Ph 


4-cHex- 1 -pipa 


2-MeO-4-Py 


A79 


3-Me-Ph 


4-cHex- 1 -pipa 


3-F-4-HO-Ph 


A80 


3-tBu-Ph 


Mor 


4-AcO-3,5-diCI-Ph 


A81 


3-tBu-Ph 


Mor 


2-MeO-4-Py 


A82 


3-tBu-Ph 


Mor 


3-F-4-HO-Ph 


A83 


3-tBu-Ph 


4-cHex-l-pipa 


4-AcO-3 9 5-diCl-Ph 


A84 


3-tBu-Ph 


4-cHex-l-pipa 


2-MeO-4-Py 


A85 


3-tBu-Ph 


4-cHex-l-pipa 


3-F-4-HO-Ph 


A86 


3,4-diF-Ph 


Mor 


4-AcO-3,5-diCl-Ph 


A87 


3,4-diF-Ph 


Mor 


2-MeO-4^y 


A88 


3,4-diF-Ph 


Mor 


3-F-4-HO-Ph 


A89 


3,4-diF-Ph 


4-cHex-l-pipa 


4-AcO-3 3 5-diCl-Ph 


A90 


3,4-diF-Ph 


4-cHex-l-pipa 


2-MeO-4-Py 


A91 


3,4-diF-Ph 


4-cHex-l-pipa 


3-F-4-HO-Ph 


A92 


3-Cl-4-F-Ph 


! Mor 


4-AcO-3,5-diCl-Ph 


A93 


3-Cl-4-F-Ph 


Mor 


2-MeO-4-Py 


A94 


3-Cl-4-F-Ph 


! Mor 


3-F-4-HO-Ph 


A95 


3-Cl-4-F-Ph 


4-cHex-l-pipa 


4-AcO-3,5-diCl-Ph 
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mi 



R VVH 

O 



No 


R 1 


R< 


Ar 


A96 


3-Cl-4-F-Ph 


4-cHex-l-pipa 


2-MeO-4-Py 


A97 


3-Cl-4-F-Ph 


4-cHex-l-pipa 


3-F-4-HO-Ph 


A98 


3-Cl-Ph 


thiomorpholin-4-yl 


4-AcO-3,5-diCl-Ph 


A99 


3-Cl-Ph 


thiomorpholin-4-yl 


2-MeO-4-Py 


A100 


3-Cl-Ph 


thiomorpholin-4-yl 


3-F-4-HO-Ph 


A101 


4-F-Ph 


thiomorpholin-4-yl 


4-AcO-3,5-diCl-Ph 


A102 


4-F-Ph 


thiomorpholin-4-yl 


2-MeO-4-Py 


A103 


4-F-Ph 


thiomorpholin-4-yl 


3-F-4-HO-Ph 


A104 


3-Cl-Ph 


1-pipe 


4-AcO-3,5-diCl-Ph 


A105 


3-Cl-Ph 


1-pipe 


2-MeO-4-Py 


A106 


3-Cl-Ph 


1-pipe 


3-F-4-HO-Ph 


A107 


4-F-Ph 


1-pipe 


4-AcO-3,5-diCl-Ph 


A108 


4-F-Ph 


1-pipe 


2-MeO-4-Py 


A109 


4-F-Ph 


1-pipe 


3-F-4-HO-Ph 


A110 


3-Cl-Ph 


4-Ph-l-pipa 


4-AcO-3,5-diCl-Ph 


A111 


3-Cl-Ph 


4-Ph-l-pipa 


2-MeO-4-Py 


A112 


3-Cl-Ph 


4-Ph-l-pipa 


3_F-4-HO-Ph 


A113 


4-F-Ph 


4-Ph-l-pipa 


4-AcO-3,5-diCl-Ph 


A114 


4-F-Ph 


4-Ph-l-pipa 


2-MeO-4-Py 


A115 


4-F-Ph 


4-Ph-l-pipa 


3-F-4-HO-Ph 


A116 


3-Cl-Ph 


4-(2-Py)-l-pipa 


4-AcO-3,5-diCl-Ph 


A117 


3-Cl-Ph 


4-(2-Py>l-pipa 


2-MeO-4-Py 


A118 


3-Cl-Ph 


4-(2-Py>l-pipa 


3_F-4-HO-Ph 


A119 


4-F-Ph 


4-(2-Py>l-pipa 


4-AcO-3,5-diCl-Ph 


A120 


4-F-Ph 


4-(2-Py>l-pipa 


2-MeO-4-Py 


A121 


4-F-Ph 


4-(2-Py>l-pipa 


3-F-4-HO-Ph 


A122 


3-Cl-Ph 


4-nPr-l-pipa 


4-AcO-3,5-diCl-Ph 


A123 


3-Cl-Ph 


4-nPr-l-pipa 


2-MeO-4-Py 


A124 


3-Cl-Ph 


4-nPr-l-pipa 


3-F-4-HO-Ph 


A125 


4-F-Ph 


4-nPr-l-pipa 


4-AoO-3,5-diCl-Ph 


A126 


4-F-Ph 


4-nPr-l-pipa 


2-MeO-4-Py 


| A127 


4-F-Ph 


4-nPr-l-pipa 


3-F-4-HO-Ph 


A128 


3-Cl-Ph 


4-MeOCH 2 CH 2 -l-pipa 


4-AcO-3,5-diCl-Ph 


A129 


3-Cl-Ph 


4-MeOCH 2 CH 2 -l-pipa 


2-MeO-4-Py 


A130 


3-Cl-Ph 


4-MeOCH 2 CH 2 -l-pipa 


3-F-4-HO-Ph 


A131 


4-F-Ph 


4-MeOCH 2 CH 2 -l-pipa 


4-AcO-3,5-diCl-Ph ! 


A132 


4-F-Ph 


4-MeOCH 2 CH 2 -l-pipa 


2-MeO-4-Py 
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No 


R 1 




Ar 


A133 


4-F-Ph 


4-MeOCH 2 CH 2 -l-pipa 


3-F-4-HO-Ph 


A134 


3-Cl-Ph 


4-PhOCH 2 CH 2 -l-pipa 


4-AcO-3,5-diCl-Ph 


A135 


3-Cl-Ph 


4-PhOCH 2 CH 2 -l-pipa 


2-MeO-4-Py 


I A136 


3-Cl-Ph 


4-PhOCH 2 CH 2 -l-pipa 


3-F-4-HO-Ph 


A137 


4-F-Ph 


4-PhOCH 2 CH 2 -l-pipa 


4-AcO-3,5-diCl-Ph 


A138 


4-F-Ph 


4-PhOCH 2 CH 2 -l-pipa 


2-MeO-4-Py 


A139 


4-F-Ph 


4-PhOCH 2 CH 2 -l-pipa | 


3_F-4-HO-Ph 


A140 


3-Cl-Ph 


4-cHex-homopiperazin-l-yl 


4-AcO-3,5-diCl-Ph 


A141 


3-Cl-Ph 


4-cHex-homopiperazin- 1 -yl 


2-MeO-4-Py 


A142 


3-Cl-Ph 


4-cHex-homopiperazin-l -yl 


3-F-4-HO-Ph 


A143 


4-F-Ph 


4-cHex-homopiperazin- 1 -yl 


4-AcO-3,5-diCl-Ph | 


A144 ! 


4-F-Ph 


4-cHex-homopiperazin- 1 -yl 


2-MeO-4-Py 


A145 


4-F-Ph 


4-cHex-homopiperazin- 1 -yl 


3-F-4-HO-Ph | 


A146 


4-Cl-Ph 


cHex-l-pipa 


2-MeO-4-Py 


A147 


4-Me-Ph 


cHex-l-pipa 


2-MeO-4-Py 


A148 


L_ 4-MeO-Ph 


cHex-l-pipa 


2-MeO-4-Py 


A149 


4-Et02C-Ph 


cHex-l-pipa 


2-MeO-4-Py 


A150 


2,4-diF-Ph 


cHex-l-pipa 


2-MeO-4-Py 


A151 


3,5-diF-Ph 


cHex-l-pipa 


2-MeO-4-Py 


A152 


3,4-diCl-Ph 


cHex-l-pipa 


2-MeO-4-Py | 


A153 


3-MeO-Ph 


cHex-l-pipa 


2-MeO-4-Py 


A154 


4-F-Ph 


4-(3-Py)-l-pipa 


2-MeO-4-Py 


A155 


4-F-Ph 


4-(4-Py)-l-pipa 


2-MeO-4-Py 


A156 


4-F-Ph 


4-nBu-l-pipa 


2-MeO-4-Py 


A157 


4-F-Ph 


4-nHex-l-pipa 


2-MeO-4-Py 


A158 


4-F-Ph 


4-Et-l-pipa 


2-MeO-4-Py 


A159 


4-F-Ph 


4-iPr-l-pipa 


2-MeO-4-Py 


A160 


4-F-Ph 


4-cPent-l-pipa 


2-MeO-4-Py 


A161 


4-F-Ph 


4-cHep-l-pipa 


2-MeO-4-Py 


A162 


4-F-Ph 


3-(l-pipe)-pyrrolidin-l-yl 


2-MeO-4-Py 


A163 


4-F-Ph 


■ 4-cHex-l-pipa 


3-MeO-4-Me-Ph 


A164 


4-F-Ph 


4-cHex-l-pipa 


3-HO-Ph 


A165 


4-F-Ph 


4-cHex-l-pipa 


3-MeO-Ph 


A166 


4-F-Ph 


4-cHex-l-pipa 


I 3-F-4-Me-Ph 


A167 


4-F-Ph 


4-cHex-l-pipa 


3_F-4-MeO-Ph 


A168 


4-F-Ph 


4-cHex-l-pipa 


2,5-diF-4-MeO-Ph 


A169 


4-F-Ph 


4-cHex-l-pipa 


2,3-diF-4-MeO-Ph 


A170 


4-F-Ph 


4-cHex-l-pipa 


5-Cl-6-MeO-3-Py 
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Ar: {6iR7VV"¥/K -CXM£ift7Vl"¥/K -COCMMT/l^/K -OH, -CMBift 

R 1 : igi&T/l^K -CO-ffijRT/l"¥/K -COO-fe^T/l^K -OH, -CMSjR 

R 2 : -H, -OH, -COOH, -COO-igj^T/V^/K 1 OXIi 2 0©4SiR7Vl"¥/l'-e 
$tLTV>Tt>«fcV>T^ >RrW»*tT5 DS^$tt5S 0 ft 

-X- : -CH 2 -> -O-, -S-Xf*-N(R 3 )- 0 

r 3 : n^^x^x-hx^i&mr^/^ ^p7^, sm^n-cv^-t 

T V ^"Ct> «fc V >^ o T y — /K ffife $ *LT wr t> <t V o7!l 
T/V^/K -CO-{£^T/^^r/K -COO-ffii^T/W^/V, loXft2o©i^7 
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tb5 1 o^_h<z>S-? -eft-mem ^ftTV^X & «fc V^ 7 ^ b < fc° y 

3,5- h 3r iX-N^-^/^ U V-4--T /X-4- 7 ~/V^T /V-2-^f /Vy< > 
XT 5 K, 

N-[5-(4- a ^3- ?/;Hf^7 ;V)-4-(4-7/W-n 7 ^=.?V)*f-T 

3- ^ n o -N-[5-(4- ^ P ^-=¥ iX/W fc^ 7 3? V-l-^ 7^)-4-(4- 7 flsilr n7i = 

3,5- v--n-(5- y ^y-i --r ^-4- 1° y ^ v-4--r /u^- r y — /w2--r 

4- {[5-(4- n ^sdf-^v fc 0 ^9 v^-W /l^)-4-7 =./V^T 9—^-2-4 ;V\ 

5 . n&m i > n&m 2 , 3 m u < 4 ie^o $ / ^ 

7 . m^m&n~?ih sit 5 © 

8 . jfiL/J^^mf&^jr-feSt»^ 5 ogi 0 
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